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AB The invention relates to a process for preparation of antiarrhythmic flecainide 
(I) and its intermediates of formula II (Rl is H, alkali metal, or alkyl) . 
Flecainide (I) was prepared via amidation of II (Rl = Me) by 
2- (aminomethyl)piperidine with a yield of 85%. This new process is an 
inexpensive and efficient process for manufacture of flecainide and its 
intermediates . 
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AB An improved, highly efficient method for the preparation of flecainide acetate 
or other pharmaceutical ly acceptable salts of flecainide involves preparing 
the staring material 1, 4 -bis (2 , 2 , 2 -trif luoroethoxy) benzene in high yields 
by reacting 4-f luoro-l-bromobenzene with F3CCH20H in the presence of a 
base and a copper-containing catalyst. 
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AB Drugs, especially low aqueous solubility drugs, are provided in a porous 
matrix form, 

preferably microparticles , which enhances dissoln. of the drug in aqueous 
media. The drug matrixes preferably are made using a process that 
includes (i) dissolving a drug, preferably a drug having low aqueous 
solubility, in 

a volatile solvent to form a drug solution, (ii) combining at least one pore 
forming agent with the drug solution to form an emulsion, suspension, or 
second solns . , and (iii) removing the volatile solvent and pore forming 
agent from the emulsion, suspension, or second solution to yield the porous 
matrix of drug. The pore forming agent can be either a volatile liquid that 
is immiscible with the drug solvent or a volatile solid compound, preferably 
a volatile salt. In a preferred embodiment, spray drying is used to 
remove the solvents and the pore forming agent. The resulting porous 
matrix has a faster rate of dissoln. following administration to a 
patient, as compared to non-porous matrix forms of the drug. In a 
preferred embodiment, microparticles of the porous drug matrix are 



reconstituted with an aqueous medium and administered parenterally, or 
processed using standard techniques into tablets or capsules for oral 
administration. Paclitaxel or docetaxel can be provided in a porous 
matrix form, which allows the drug to be formulated without solubilizing 
agents and administered as a bolus. For example, a nif edipine-loaded organic 
solution was prepared by dissolving 9.09 g of PEG 3350, 2.27 g of nifedipine, 
and 0.009 g of lecithin in 182 mL of methylene chloride. An aqueous solution 

was 

prepared by dissolving 3.27 g of NH4HC03 and 0.91 g of PEG 3350 in 1.82 mL 
of water. The aqueous and organic solns . were homogenized and resulting 
emulsion 

was spray dried. A suspension of the porous nifedipine drug matrix was 
prepared in 5% dextrose solution at a concentration of 2.5 mg/mL. A bolus 
injection 

of the suspension was tolerated when administrated to dogs. 
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AB Extractability of 160 active components was tested in aqueous solution and 
blood 

serum (phosphate-buffer, pH = 9) with 1-chlorobutane in interlab. tests. 
Extraction yields were determined and partial compared with values from 
literature. 
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AB The title compds . [I; R = 2 -piperidyl , 2-pyridyl] and their 

pharmaceutical]^ acceptable salts, were prepared by a) reacting 
2 , 5 -bis (2 , 2 , 2 , -trif luoroethoxy) benzoic acid or its 

salt with a haloacetonitrile XCH2CN (wherein X = Cl, Br, I) if necessary 
in the presence of an inorg. or organic base, b) reacting the cyanomethyl 
ester II with an amine RCH2NH2; c) converting the compound I to its 
pharmaceutically acceptable salt. 
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Controlled release, discrete, solid particles which contain an 
encapsulated and/or embedded component such as a heat sensitive or readily 
oxidizable pharmaceutical^ , biol . , or nutritionally active component are 
continuously produced without substantial destruction of the matrix 
material or encapsulant. A release-rate controlling component is 
incorporated into the matrix to control the rate of release of the 
encapsulant from the particles. The addnl. component may be a hydrophobic 
component or a high water binding capacity component for extending the 
release time. The plasticizable matrix material, such as starch, is 
admixed with at least one plasticizer, such as water, and at least one 
release-rate controlling component under low shear mixing conditions to 
plasticize the plasticizable material without substantially destroying the 
at least one plasticizable material and to obtain a substantially 
homogeneous plasticized mass. The plasticizer content is substantially 
reduced and the temperature of the plasticized mass is substantially reduced 
prior to admixing the plasticized mass with the encapsulant to avoid 
substantial destruction of the encapsulant and to obtain a formable, 
extrudable mixture The mixture is extruded though a die without substantial 
or essentially no expansion and cut into discrete, relatively dense 
particles. Release properties may also be controlled by precoating the 
encapsulant and/or coating the extruded particles with a film-forming 
component. An example of encapsulation of acetylcysteine is given using 
starch, polyethylene, glycerol monostearate, and vegetable oil. 
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AB The title compound (I.HOAc) is prepared by reaction of an activated derivative 
of 

2, 5-bis (2, 2, 2-trif luoroethoxy) benzoic acid (II) with 

2-azaindolizidine (III) to give the heterocyclic amide IV as the HC1 salt, 
which is selectively hydrolyzed to I followed by salification with glacial 
HOAc. Thus, II was treated with SOC12 at room temperature to give the acid 
chloride, which reacted with distilled III in CH2C12 to give 97% IV.HC1. The 
latter was hydrolyzed with aqueous HCl in EtOH to give 81% I, which was 
treated with HOAc in Me2CHOH. 
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